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isolated from medium signiﬁcantly increased (P <0.05). However, there were no
differences in the intracellular levels of miRNAs-25, 92a or 21 isolated from HUVEC
between TNF-a group and control group (P >0.05), while miRNA-106b even
decreased in TNF-a group (P <0.05).
Conclusions: Inﬂammation could induce endothelial cells to release multiple angio-
genesis- associated miRNAs into circulation, which might cause the deregulated levels
of circulating endothelial cells-derived miRNAs in atherosclerosis diseases.
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The Antibody of Recombinant Thioredoxin Peroxidase of Clonorchis sinensis
Attenuate mitochondrial injury of Lipopolysaccharide-induced Cardial
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Objectives: In present study, we aimed to investigate the contribute of antibody of
recombinant thioredoxin peroxidase of Clonorchis sinensison on oxidative stress and
dysfunction during LPS-administrated Balb/c mice.
Methods: Healthy Male Balb/c were treated subcutaneously with 50ug rCsTPx three
times at an interval of two weeks to obtain anti-rCsTPx serum. To determine immune
response provoked by rCsTPx, we measured speciﬁc IgG values against rCsTPx in
sera of mice. Male Balb/c mice were randomed into 3 groups: Control group, LPS
group, anti-rCsTPx+LPS group. rCsTPx antibody was injected via caudal vein inre-
cipient rats 2h before LPS administration.72h mortality and microscopic changes were
evaluated. TUNEL and H&E staining were used to assess apoptosis and pathological
changes at different time points. The cardiac ATP content was assayed by high per-
formance liquid chromatography, the generation of reactive oxygen species (ROS)
was detected by laser confocal microscope, and the myocardial ultrastructures were
observed with transmission electron microscope to assess mitochondrial damage
score. The ventricular function was evaluated in mice by echocardiography.
Results: Anti-rCsTPx serum signiﬁcantly reduced the total mortality of septic mice,
alleviate the macroscopic and microscopic damages. The speciﬁc anti-rCsTPx serum
treatment could decrease plasma MDA level and SOD activity. Well-arranged mito-
chondrial alignment and morphology were observed with anti-rCsTPx intervention by
TEM. The score of mitochondrial injury was milder. Anti-rCsTPx attenuated oxida-
tive stress of myocardium and improved a state of myocardial dysfunction, charac-
terized by increased ejection fraction and end-systolic elastance.
Conclusions: Through regulating oxygen radical metabolism, anti-rCsTPx resum
could alleviate the injury to myocardial mitochondria structure and function injury as
induced by oxidative stress induced by LPS, thus restore LV function.
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The Inﬂuence of Prenatal Nicotine Exposure on Vascular Endothelial Function in
Adult Rats Offspring
Huang Ziyang, Wang Zhenhua, Yu Ermei
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Objectives: To elucidate the role of PNE on endothelial function in rat offspring and
the potential gender dependent differences of it, and to clarify whether these effects
persist into adult life.
Methods: 20 pregnant Sprague-Dawley rats were randomly divided into two groups:
PNE group and the normal control group. The rats were exposed to nicotine (8 mg/kg/
day) for PNE group or saline for the controls via subcutaneous osmotic mini-pumps
(2ML4) throughout the gestation. At age 5-month, offspring rats were intraperitoneal
anesthesia and their thoracic aorta and mesenteric arteries were sampled for analysis.
Vascular endothelial function was detected in the thoracic aorta and mesenteric ar-
teries with Power Lab data acquisition and analysis system. Pathomorphology changes
of aorta were determined by Hematoxylin-Eosin (HE) staining.
Results: There were no signiﬁcant differences of endothelium-dependent/ -independent
vasodilatation percentages in the thoracic aorta from offspring after exposure to Ach/SNP
between PNE and control group (all P> 0.05). Ach/SNP induced endothelium-depen-
dent/-independent vasodilatationpercentages inmesenteric arterywere signiﬁcantly lower
in PNE male offspring than those of controls (all P <0.05), while signiﬁcantly higher in
PNE female (all P<0.05). The uneven lumen, degenerated and partial loss of endothelial
cells, thickened intima, markedly atrophied medial smooth muscle and disorganized
elasticﬁberwere found in the thoracic aorta fromPNEoffspring byHE staining.However,
the above pathological changes were not found in the controls.
Conclusions: PNE can affect mesenteric artery endothelium-dependent/ -independent
vasodilation in 5-month-old rats offspring with a gender dependent charecter, indi-
cating that endothelial dysfunction induced by PNE initiates in medium-size muscu-
larartery and persists into adult life, and is more susceptible in the male offsprings than
females. Additionally, PNE also causes thoracic aorta intimal and medial pathologic
structural damages in 5-month-old offspring, suggesting that PNE not only induces
vascular dysfunction but also leads to pathological structure changes.
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Huang Ziyang, Wang Zhenhua, Yu Ermei
Second Afﬁliated Hospital of Fujian Medical UniversityC10 JACC Vol 64/16/Suppl C j OctobObjectives: To elucidate the role of PNE on IGFs Axis in rat offspring and the
potential gender dependent differences of it, and to clarify whether these effects persist
into adult life.
Methods: 20 pregnant Sprague-Dawley rats were randomly divided into two groups:
PNE group and the normal control group. The rats were exposed to nicotine (8 mg/kg/
day) for PNE group or saline for the controls via subcutaneous osmotic mini-pumps
(2ML4) throughout the gestation. At age 5-month, offspring rats were intraperitoneal
anesthesia and their thoracic aorta and mesenteric arteries, hearts, lungs, livers,
kidneys, pancreas and blood were sampled for analysis. Serum IGF-1, IGF-2, IGFBP-
1, IGFBP-2 and IGFBP-3 levels were measured by enzyme-linked immunosorbnent
assay (ELISA). Pathomorphology changes of aorta, heart, lung, liver, kidney and
pancreas were determined by Hematoxylin-Eosin (HE) staining and the protein
expressions of IGF-1, IGF-1R, IGF-2, IGFBP-1, IGFBP-2 and IGFBP-3 in the above-
mentioned tissues were examined by immunohistochemistry staining.
Results: Serum IGFBP-3 levels were signiﬁcantly declined in female PNE offspring
as compared with the controls (P <0.05), but not in the male PNE offspring (P> 0.05).
Moreover, there were no signiﬁcant difference of serum IGF-1, IGF-2, IGFBP-1 and
IGFBP-2 levels between PNE and control group (all P> 0.05). In the samples of
normal control offsprings, the expressions of IGF-1, IGF-1R, IGF-2, IGFBP-1,
IGFBP-2 and IGFBP-3 were expressed strongly in the kidneys from male controls
(+++), whereas weakly in female ones ( w +). However, their expressions were
down-regulated in male PNE offsprings (+ w ++) and up-regulated in female (+ w
++) as compared with controls. The expression of IGF-1, IGF-1R, IGF-2, IGFBP-1,
IGFBP-2 and IGFBP-3 were weak ( w +) in liver from normal controls, and up-
regulated in PNE offsprings (+++). There was marginal expression () in small
arteries surround Alveolar interstitium from PNE offsprings, but not in the controls.
While in organs or tissues of pancreas, heart and thoracic aorta, all of the above IGFs
were not expressed both in PNE and control group.
Conclusions: PNE down-regulates serum IGFBP-3 levels in 5-month old female
offspring rats, and causes abnormal tissue-speciﬁc expression of IGFs and IGFBPs in
the offsprings. Their expressions in kidneys are different between male and female
offsprings. The regulation of offspring IGFs axis by PNE can persist into adult life.
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Well As Improves Cardiac Function In Vivo Post Myocardial Infarction
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Objectives: To assess the effects of exogenousCyclin-A2 with Fibrin glue in vivo
post MI.
Methods: Seventy-two male Sprague Dawleyrats were randomly divided into six
groups: Sham (n¼12); MI+PBS (n¼12); MI+GFP (n¼12); MI+Fibrin (n¼12);
MI+AAV9Cyclin-A2 (n¼12); MI+Fibrin +AAV-9Cyclin-A2 (n¼12). 51011 genome
copies in PBS or Fibrin were injected into the infarcted myocardium at three different
points around the infarcted regions. Echocardiography was performed to assess the left
ventricular function. The hearts of each group were harvested four weeks post MI to
assess gene expression, apoptosis, vascular density, infarct areaby Western Blot,
immunohistochemistry and Masson Triple Stain.
Results: The Western Blot expression of Cyclin A2 and PCNA were signiﬁcantly
higher in MI+Fibrin +AAV-9Cyclin-A2 than those found in two other control groups
(MI+AAV9Cyclin-A2 and MI+Fibrin) (P< 0.01). However, mitosis speciﬁc protein,
H3P and Aurora B had no statistical difference among six groups (F¼5,P>0.05).
Strikingly, sequential delivery of AAV9Cyclin-A2 increased EF compared with PBS
alone (F¼18,P<0.05) or Fibrin blank (F¼32,P<0.01), but no signiﬁcant difference in
the LVESD was observed between the six groups. Meanwhile, the values of EF were:
Sham (82.812.37) %;MI+PBS (38.784.59) %;MI+GFP (38.784.59) %; MI+Fi-
brin (56.884.07) %; MI+AAV9Cyclin-A2 (70.573.76) %; MI+Fibrin +AAV-
9Cyclin-A2 (75.374.69) % respectively. Comparing with other groups, ﬁbrosis and
the infarct size signiﬁcantly decreased in MI+Fibrin +AAV-9Cyclin-Agroup. Vascular
density were signiﬁcantly higher in MI+Fibrin +AAV-9Cyclin-A2group except the
Sham group than other four groups.
Conclusions: AAV9Cyclin-A2 with Fibrin serve as a new approach in cardiac
remodeling as well as promoting cardiomyocytes regeneration and vascular density.
This new method paves the way for novel interventional approaches to myocardial
repair, using both Adeno-associated virus and matrices.
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The Changes of Desmosomal Protein Expression Level in Arrhythmogenic Right
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Objectives: Arrhythmogenic right ventricular dysplasia/cardiomyopathy (ARVD/C)
is an inherited myocardial disease characterized histopathologically by ﬁbro-fatty
myocardial replacement. The identiﬁcation of causative mutations in desmosomal
genes has fostered the view that ARVD/C is a disorder of the desmosome. We
revealed the mutation rate of ﬁve desmosomal genes in ARVC patients whoer 16–19, 2014 j GW-ICC Abstracts/Basic and Translational Medicine
underwent heart transplantation in China and the effects of these mutations on protein
location and expression levels in myocardial tissue for the sake of clarifying the
potential molecular genetics of ARVC.
Methods: (1) DNA extracted from myocardial tissue of ARVC patients who received
heart transplantation and sequenced by targeted sequencing, then veriﬁed by Sanger
sequencing. (2) Diseased tissue samples with desmosomal gene mutations studied for
desmosomal protein distribution and expression using immunohistochemistry and
western blot, respectively.
Results: We identiﬁed 2 mutations in DSG2 in 3 of 26 ARVC patients (11%), 2
mutations in PKP2 in 1 of 26 patients (3.8%) and 1 mutations in DSP in 1 of 26
patients (3.8%). The results of immunohistochemistry showed that compare to normal
control, the location of desmosomal protein in intercalated disc in mutation carriers
was similar; in contrast, the staining for DSG2 and PKP2 was decreased in those
carriers who carried DSG2 and PKP2 mutations. And the results of western blot
exhibited reduced expression level of these two proteins in mutation carriers. How-
ever, the expression level of desmoplakin in DSP mutation carriers was similar
compare to normal control.
Conclusions: Five disease-causing mutations of desmosomal genes in ARVC patients
were described in this study, two of them were the reported and three of them were
newly found. Our results implied that mutations of desmosomal genes causing ARVC
via decreasing expression levels of desmosomal proteins, and suggested a dominant-
negative effect of the mutated desmosomal proteins because they were incorporated
into the desmosomes.
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Quantitative proteomics of changes in cardiac cytoprotection-related proteins in
atrial tissue from valvular disease patients with permanent atrial ﬁbrillation
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Objectives: There is convincing evidence demonstrating a close association between
cardiac cytoprotection-related proteins and atrial ﬁbrillation (AF). The aim of the
present study was to identify the underlying mechanisms via proﬁling of the
expression of cardiac cytoprotection-related proteins in the left atrial appendage
(LAA) of patients with AF.
Methods: Isobaric tag for relative and absolute quantiﬁcation-coupled 2-D liquid
chromatography-tandem mass spectrometry (iTRAQ-coupled 2-D LC-MS/MS) was
used to proﬁle the expression of in the LAA from valvular disease patients with sinus
rhythm (SR; n¼6) and AF (n¼8). Specimens were pulverised and homogenised in a
lysare buffer, then sigested by trypsin and labelled with different iTRAQ tags. The
pooled labelled peptides were analysed by liquid chromatography tandem mass
spectrometry (LC-MS/MS). Protein identiﬁcation and relative iTRAQ quantiﬁcation
were performed with the ProteinPilot Software 4.0. Protein differentially expression
were validated by Western blot analysis to verify the results obtained by iTRAQ
protomic studies.
Results: 1023 unique proteins from the cardia tissues were acquired. Among those
proteins, we identiﬁed 16 cardiac cytoprotection-related proteins, consisting of 12 heat
shock proteins, 4 peroxide enzyme related proteins. 7 proteins of them were expressed
differently in the atrial appendage of patients with AF when compared with SR pa-
tients. 4 proteins like 10 kDa heat shock protein, heat shock 70 kDa protein 1, heat
shock protein beta-1 and heat shock protein beta-7 were up-regulated, while 3 proteins
as heat shock protein HSP 90-beta, peroxiredoxin-5 and stress-70 protein were down-
regulated in LAA of AF patients. Those proteins may exert a protective effect against
AF-induced cardiac myocytes damage. Western blotting has further validated the
content of desmoplakin, cytochrome c oxidase subunit 5B and heat shock proteinb-1
in the LAA between AF and SR patients with mitral valve disase. Also, the reliability
of the iTRAQ proteomic studies was validated.
Conclusions: In summary, those up-ragulated cardiac cytoprotection-related proteins
suggested that there is a adaptative response in the LAA tissues to atrial stress and
cardiac myocytes damage induced by AF. While, the down-ragulated proteins may
demonstrated that the adaptative ability was started to impaired during the permanent
atrial ﬁbrillation. The adaptative response of the cardiac cytoprotection-related pro-
teins may be involved in the matrix of AF.
GW25-e3536
Short-term High-dose Rosuvastins Reduces Levels of Adhesion Molecules in
Patients with Acute Coronary Syndrome undergoing Percutaneous Coronary
Intervention
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Objectives: The aim of this study was to report the adhesion molecules impact of
short-term intensive rosuvastins in patients with acute coronary syndrome undergoing
percutaneous coronary intervention (PCI).
Methods: The study involved 96 ACS patients admitted between June 2012 and
December 2013 to our hospital, 53 cases were randomly divided into the high-dose
rosuvastins (40mg a day before PCI) and 43 to the placebo arm. Cell adhesion
molecule-1 (ICAM-1), vascular cell adhesion molecule-1 (VCAM-1) and E-selectin
plasma levels were evaluated at randomization (12h before intervention), and 6h and
24h after intervention.
Results: The plasma levels of ICAM-1, VCAM-1 and E-selectin were similar at
randomization before intervention in both groups (P>0.05). There was no obviouslyJACC Vol 64/16/Suppl C j October 16–19, 2014 j GW-ICC Abstracts/Bdifference of E-selectin plasma levels at any time-point in the two groups (P>0.05).
Signiﬁcant attenuation of ICAM-1, VCAM-1 elevation occurred at 6h and 24h in the
rosuvastins group (ICAM-1 20132 vs.25229ng/ml; P<0.05 and 29637
vs.35632 ng/ml; P<0.05; VCAM-1 52863 vs. 57368ng/ml; P<0.05 and 592
67vs. 64668ng/ml; P<0.05).
Conclusions: In patients with acute coronary syndrome undergoing percutaneous
coronary intervention, attenuation of ICAM-1, VCAM-1 elevation after intensive
rosuvastins is associated with endothelial inﬂammatory response. The mechanisms of
rosuvastins were more contribution for cardioprotection.
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Objectives: This study sought to the expression proﬁle long noncoding RNAs
(lncRNAs) in oxidized low-density lipoprotein (ox-LDL) treated human umbilical
vein endothelial cells (HUVECs) compared with normal HUVECs through microarray
analysis.
Methods: The global lncRNAs and mRNAs expression proﬁles in ox-LDL treated
HUVECs compared with normal HUVECs were analysed through the Arraystar Human
LncRNA Array v2.0. Four upregulated lncRNAs (ENST00000431378, AK094119,
ENST00000447336, chr8:49776604-49779322+) were validated by quantitative real-
time reverse transcriptase polymerase chain reaction (qRT-PCR). GO analysis and
pathway analysis were performed in the standard enrichment computation method.
Results: Approximately 141 lncRNAs and 113 mRNAs were identiﬁed to be different
expression (fold change2.0, P-value cut-off is 0.05) in ox-LDL treated HUVECs
compared with normal HUVECs. Four upregulated lncRNAs were validated by qRT-
PCR. GO analysis showed that the highest enriched GOs targeted by up-regulated
transcripts were biological regulation (ontology: biological process) and that the
highest enriched GOs targeted by the down-regulated transcripts were cellular meta-
bolic process (ontology: biological process). Pathway analysis indicated that 4 path-
ways corresponded to up-regulated transcripts and those 22 pathways corresponded to
down-regulated transcripts (P-value cut-off is 0.05).
Conclusions: Our data reveal that clusters of lncRNAs are aberrantly expressed in
ox-LDL treated HUVECs compared with normal HUVECs, which indicate that
lncRNAs differentially expressed in endothelial cells may play a partial or key role in
endothelial dysfunction and damage. This study may provide novel insights into the
mechanism and potential targets for the future treatment of atherosclerosis.
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Hesperetin blocks the proliferation of pulmonary artery smooth muscle cells
induced by platelet-derived growth factor-BB
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Objectives: The proliferation of pulmonary artery smooth muscle cells (PASMCs)
contribute to the development of pulmonary vascular remodeling which will ulti-
mately lead to pulmonary hypertension. In this study, we have investigated the effect
and molecular mechanisms of hesperetin on the platelet-derived growth factor (PDGF)
-BB-induced proliferation of primary cultured rat PASMCs.
Methods: PASMCs were incubated with different concentrations of hesperetin
(12.5mM, 25mM, 50mM, 100mM) in the presence of PDGF-BB (20 ng/ml) or not. Cell
proliferation was determined by CCK-8 assay.
The toxicity of hesperetin on PASMCs was determined by the trypan blue exclusion
test. Cell cycle progression was determined using a Cell cycle and Apoptosis Analysis
Kit. The mRNA expression of cyclin D1, cyclin E, CDK2, CDK4 and p27 were
detected using Real-time PCR. The activation state of ERK1/2, P38, JNK, AKT and
GSK3b was investigated using Western Blotting.
Results: Our data demonstrated that hesperetin signiﬁcantly inhibit the proliferation
and DNA synthesis of PASMCs induced by PDGF-BB in a dose- and time-dependent
manner without cell cytotoxicity. In accordance with these ﬁndings, hesperetin
blocked progression through G0/G1 to S phase of the cell cycle. We also demonstrated
that hesperetin inhibit the cell cycle was associated with the inhibition of the mRNA
expression of cyclin D1, cyclin E, CDK2, and CDK4, as well as an increase of the
mRNA expression of p27 in PDGF-BB-stimulated PASMCs. Further studies showed
that the beneﬁcial effect of hesperetin on blocking the proliferation of PASMCs is
related to suppression of the P38 and AKT/GSK3b signaling pathway, but has little
effect on the ERK1/2 and JNK signaling pathways.
Conclusions: These results demonstrate that hesperetin suppresses PDGF-BB-induced
PASMC proliferation through the P38 and AKT/GSK3b signaling pathway and sug-
gests that it may be a feasible therapy for pulmonary vascular remodeling diseases.
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in C57BL/6J mice’ atherogenesis
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